Pharmacokinetic interaction between oltipraz and omeprazole in rats: Competitive inhibition of metabolism of oltipraz by omeprazole via CYP1A1 and 3A2, and of omeprazole by oltipraz via CYP1A1/2, 2D1/2, and 3A1/2.
In rats, oltipraz is metabolized via hepatic CYP1A1/2, 2B1/2, 2C11, 2D1/2, and 3A1/2, and omeprazole via hepatic CYP1A1/2, 2D1/2, and 3A1/2. Hence, pharmacokinetic interaction between oltipraz and omeprazole were evaluated after simultaneous single i.v. and p.o. administration of both drugs to rats. After i.v. administration of oltipraz (10 mg/kg) and omeprazole (20 mg/kg), the AUC of both drugs was significantly greater (32.3 and 28.1% increase for oltipraz and omeprazole, respectively) than those after each drug alone. This could have been due to a competitive inhibition of metabolism of oltipraz by omeprazole via CYP1A1 and 3A2, and of metabolism of omeprazole by oltipraz via CYP1A1/2, 2D1/2, and 3A1/2. This could be supported by the apparent inhibition constants (K(i)) and the concentrations of each drug in the liver. After oral administration of oltipraz (30 mg/kg) and omeprazole (40 mg/kg), the AUC of oltipraz was significantly greater (68.8% increase) than that after oltipraz alone. This could have been primarily due to an inhibition of intestinal metabolism of oltipraz by omeprazole. However, comparable AUC values of omeprazole between p.o. administration of omeprazole alone and both drugs could have been due to insufficient inhibitory effect of oltipraz on omeprazole metabolism in both the liver and intestine.